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THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Date of mailing 
(day/month/year) 



11.07.2000 



Applicant's or agent's file reference 
1038-937 MIS 


MPORTANT NOTIFICATION 


International application No. 
PCT/CA99/00287 


International filing date (day/month/year) 
01/04/1999 


Priority date (day/month/year) 
07/04/1998 


Applicant 

CONNAUGHT LABORATORIES LIMITED et al. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 



2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. — — — — ■ ■ ■- 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 



Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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Priority date (day/month/year) 
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01/04/1999 
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International Patent Classification (IPC) or national classification and IPC 
A61K39/21 


Applicant 






CONNAUGHT LABORATORIES LIMITED et al. 





1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 9 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
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II 
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III 




IV 
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VI 
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VII 




VIII 





citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 



Date of submission of the demand 
02/11/1999 



Date of completion of this report 
11.07.2000 



Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
All] D-80298 Munich 

" Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Weijiand, A 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/CA99/00287 



I. Basis of the report 

1. This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.) : 

Description, pages: 

1-18 as originally filed 

Claims, No.: 

1-15 as originally filed 

Drawings, sheets: 

1/9-9/9 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ -thedescription, pages: - 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 1-11. 

because: 
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H the said international application, or the said claims Nos. 1-11 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify); 

H the claims, or said claims Nos. 1-11 are so inadequately supported by the description that no meaningful 
opinion could be formed. 

□ no international search report has been established for the said claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement ___ . . . 



Novelty (N) 


Yes: 


Claims 


3-5, 8-15 




No: 


Claims 


1, 2, 6,7 No 


Inventive step (IS) 


Yes: 


Claims 


13-15 




No: 


Claims 


1-12 


Industrial applicability (IA) 


Yes: 


Claims 


12-15 




No: 


Claims 





2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims/description, and drawings or on the question whether 
claims are fully supported by the description, are made: 

see separate sheet 
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The following documents (D) are referred to in this opinion; the numbering will be 
adhered to the rest of the procedure: 

D1: WO 95 22317 A (CYTEL CORPORATION) 24 August 1995 (1995-08-24) 
D2: V. BLAZEVIC ET AL.: 'Helper and cytotoxic T cell responses of HIV type 1 - 
infected individuals to synthetic peptides of HIV type 1 Rev.' AIDS RESEARCH 
AND HUMAN RETROVIRUSES, vol. 11, no, 11, November 1995 (1995-11), 
pages 1335-1342 

D3: B. DEPREZ ET AL.: 'Comparative efficiency of simple lipopeptide constructs 
for in vivo induction of virus-specific CTL.' VACCINE, vol. 14, no. 5, April 1996 
(1 996-04), pages 375-382 

SECTION III 

1.1 For the assessment of the present claims 1-11 on the question whether they are 
industrially applicable, ho unified criteria exist in the PCT contracting states. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 

- - for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in a medical treatment and the use of 
such compound for the manufacture of a medicament for new medical treatment. 

In the above mentioned context the passage in claims 1 "administering to the host 
a T-helper molecule" and "subsequently administering to the host a mixture" is 
considered to cover treatment by therapy. 

Therefore, claims 1-1 1 relate to the subject-matter considered by this authority to 
be covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will 
be formulated with respect to the industrial applicability of the subject-matter of 
these claims (Article 34(4)(a)(i) PCT). 

1 .2 In the present case it is not reasonable to predict that all variants covered by claim 
1 (i.e. all possible combinations of T-helper cell molecules and T-cell inducing 
HIV-derived molecules) have the properties (generating of CTL response) the 
application ascribes to them. 
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This is apparent from page 8 (lines 29-33) of the description, where it is disclosed 
that A2Kb transgenic animals primed with CLP-243 and subsequently with CLP- 
243 and CPL-164, do not show a specific effector response. Moreover, on page 9 
(lines 7-14) of the description is disclosed that when A2Kb transgenic mice are 
treated with CLP-176, CLP-175 or CLP-164 (without CLP-243 priming) no 
effective CTL response is observed. Thus, the subject matter of claims 1-1 1 is a 
not allowed generalization from particular examples and is not supported by the 
description. 

Moreover, it is clear from the description (page 8 (line 17) to page 9 (line 15)) that 
the following features are essential to the definition of claims 1 : 

(1) CLP-243 (to prime T-helper cells) 

(2) CPL-243 and CLP-175/CLP-176 (to generate an HIV-specific CTL response) 

Since independent claim 1 does not contain these features it does not meet the 
requirement following from Article 6 PCT taken in combination with Rule 6.3( b) 
PCT that any independent claim must contain all the technical features essential 
to the definition of the invention. 

SECTION V 

2. Novelty 

2.1 D1 (abstract; example 1 5, page 7 first paragraph; ) describes CTL responses that 
are effectively induced to viral antigens by using CTL-inducing peptides, adjuvants 
or lipidated peptides. A treatment of humans with HIV-1 infections by inducing 
specific CTLs is disclosed. The T-helper cell molecules can be linked or unlinked 
to the CTL antigens and delivered in an adjuvant such as alum. Typically, the lipid 
is linked at the N-terminus of the helper T lymphocyte (HTL)-inducing peptide, 
optionally including a spacer, and is linked at the C-terminus to a CTL inducing 
peptide: Claim 1 differs from D1 in that claim 1 describes two subsequent 
administration steps in which the first one comprises only a T-helper cell molecule 
and the second step in addition a T-cell inducing molecule. 
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2.2 Not withstanding the objections made under Article 6 PCT (see SECTION III, point 
1.2 above), the subject matter of claims 1, 2, 6, 7 is not novel and does not meet 
the requirements of Article 33(2) PCT. 

The subject matter of claim 1, relating to an HIV-1 specific CTL response by 
administering to the host subsequently a T cell helper molecule and a combination 
of a T-helper cell molecule and a T-cell inducing HIV-derived molecule, is 
anticipated by D2. D2 (abstract; Table 1; page 1340, right column, third 
paragraph) describes antigenic peptides identified on HXB2 HIV-1 regulatory 
protein Rev. Four synthetic peptides derived from the Rev sequence were shown 
to stimulate T helper cell (T-helper molecule in claim 1) proliferation in peripheral 
blood lymphocytes from HIV-seropositive individuals. The same peptides induced 
specific cytotoxic T lymphocyte (CTL) activities to target cells (T-helper molecule 
and T-cell inducing HIV-derived molecule in claim 1). The four peptides are 
situated within the first three amino-terminal HLA binding regions and are 
considered as antigens for CTL. It is suggested that successful antiviral vaccines 
-need to include antigens'that will stimulate botrrhelper cells and GTLs (a method 
^fjlenerating^an HIV=speeif iccytotoxic T-cell response)f The proliferative 
response was inhibited by anti CD4 antibodies, showing that the proliferating cells 
were CD4+ T cells, i.e. MHC class ll-restricted T cells. Claims 2, 6, 7 are also 
anticipated by D1 (see above). 

2.2 The subject matter of claims 3-5, 8-1 1 and 12-15 is novel (Article 33(2) PCT). 

The subject matter of claims 3-5, 8-1 1 , relating to methods for generating an HIV- 
specific CTL response, is not disclosed in the prior art documents. 

Claim 12, relating to a fragment corresponding to amino acids 52 to 1 16 of the 
Rev protein of HIV-1 LAI or the corresponding sequence from another HIV-1 
isolate, is not disclosed in the prior art documents. The same applies to the 
subject matter of claims 13-15. 

3. Inventive Step 

3. 1 In view of the objections raised under SECTION III (point 1 .2) no positive 
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statement for the present set of claims 1-11 can be made. 

3.2 The subject matter of claim 12 does not involve an inventive step (Article 33(3) 
PCT). 

In view of the objections raised under SECTION III, the subject-matter of claim 12 
would not appear to solve, within the disclosure of the present application, a 
technical problem. This is apparent from page 8 (lines 29-33) of the present 
description, where it is disclosed that A2Kb transgenic animals primed with CLP- 
243 and subsequently with CLP-243 and C PL- 164, do not show a specific effector 
response. 

3.3 The subject matter of claims 13-15 would appear to involve an inventive step 
(Article 33(3) PCT). 

Claims 13-15, relating to lipopeptides, are not suggested in the prior art 
documents. ^ _ 



SECTION VII 

4. Claim 7 is probably meant to be dependent on claim 6. 

5. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1 to D3 is not mentioned in the description, nor are 
these documents identified therein. 

6. The phrase "and incorporated by reference..." as mentioned e.g. on page 2 (line 
2) contravenes the requirement that the application needs to be self contained 
(see further Guidelines C-ll 4.17). 

7. The terms "63 to 73" and "74 to 83" in claim 12 are inconsistent with page 4 (lines 
12-14) of the description and the sequence listing that mentions "65 to 75° and 
°78 to 87" respectively (Article 6 PCT). 
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SECTION VIII 

9. The use of the bracketed terms "SEQ ID NO: 10" in claim 4, "SEQ ID NO: 9", 
"SEQ ID NO: 3", "SEQ ID NO: 5", "SEQ ID NO: 8" in claim 12 is considered to be 
entirely optional and therefore renders the scope the claims unclear (Article 6 
PCT). 

10. The terms "CLP-175 or CLP-176" in claims 10 and 15 are technically meaningless 
without reference to a sequence identity number and therefore the requirements 
of Article 6 PCT are not met. 
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